enriched from serum-free media from hiPSC-derived neural cultures as described in Figure 1A . The harvested media was centrifuged at 300g for 15 minutes at 4ºC, the supernatant was collected and centrifuged at 2000g for 15 minutes at 4ºC in a Beckman tabletop centrifuge. The second supernatant was further centrifuged using a Beckman ultracentrifuge at 10,000g for 45 min at 4ºC. The supernatant was collected and centrifuged at 100,000g for 1 hour at 4ºC to pellet exosomes. We applied purified exosomes to a grid covered by carbon and negatively stained them with 1% uranyl acetate (Faure et al., 2006) . EM analysis of negative staining of exosomes indicate that the sizes of these vesicles are compatible with those described for exosomes purified from other cells. Together, 6 biological replicates were analyzed together in each MS experiment. We detected 3611 and 3019 annotated proteins in experiment 1 and 2, respectively, with 2572 proteins (62% overlap) detected in both MS experiments. Of these, 873 and 789
proteins in experiments 1 and 2, respectively, were annotated for function in neurons with 739 detected in both (80% overlap). We compared these datasets to identify 'cellular pathways' and 'downstream effects on biological functions in the nervous system' using the manually curated Ingenuity database (Calvano et al., 2005) . 
